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[3ti«a i ] mm-Mtrm* mmmm 
i ^4©c>rti*» i JBtcsettcoffi^. 

[if#H7 ] ttTBeMttfiEt UXtttft Ffittt-C*^ 
Fab, F(ab ' ), , scrvXliscCFv), "CAS, 

4c« i - 8 i mmmviSLGit. 

[itiftWlQ] m ffitfdft&ffj *f ^r;r7> ( Mel ph a 
lan) 4 i/Z7y?> (Cis-platinun) . tjhtf'J v*l> 
(Carboplatin). ~7j Y~?-4is>C (Mitomycin C), 7 
K'JTV-fvV (Adriamycin ; Doxorubicin) . ¥0 S 
)l\zisy (Daunorubicin) . 7U*-7-Y^> (Bletmyti 
n). *:t#JU*y;* (Neocarzinostatin) , jt F 

r U + -b-h (ftfclhotrocdtc) . 5 - V Q *J i>y 
(5-FluuruuridinoX 5-7JU*P-2' -f 8 **!^ 
'Ji^V ( 5-Fluoro 2' deoxyuridine). ^F^>7vtf 
y % > F (Cytosine arabinoside) . 7 S/^f'J > (Am 
inopterinX y (Vincristine) . U £ 

*-feJKPaclitaxel) 4 F-fe Jl/(Docetaxel) Xt*t' 
^r^XVindPsinp) "C^*, rt^9{CSii«c^ttifi 

[bmw 1 1 1 mavtmmtfi. v<< f *m >r* 

l 2 ] F -h A < > n Y .+ 

>-2, MWWBBTr^r (TNKof) £tc&4> 

4f--«?xo> (i FN) rt^KJR i iecad*s«« 

Alft (Diphtheria toxin A chain) , v^.- F-t^^x 
>F h + > / > ( Ps(HJdomnnas pndotoxin). f Ji>>A$jfl 
(Ricin A chain), tttHA^ 2^>AM (Deqlycosylatcd 
ricin A chain) t AM (A chain). yqx> (Geloni 
n). 4> 2 y - Ktn^ 4 ;!/*Sfl ( PAP s ; tokeweed 
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anti-viral protein from seeds) . 'IV'A'Vs {Brio 
din). U*# t ;> (Saporin). -t't;l/v> (Mumurdin) . 

(Mcnwrcochin). ^7>>'>3 2 (Didnih 
in U\ ^7>^>3 0 (Oianthin 30), ^^-r^ 

(Ktodeccin) t LT^*/£> (Viscunin) . ^;U^->> 

(Volkesin) . Fr*7>FV> (DodecanUrin). FU? 
> (Ihtin) . JlV < > (Lufrln) XttF <J :a*y> 

(Tr i choki ri n)"C* * . M$3 2 SO' 4 - 8 CDt *-J - tl^ 

i> *<om- ut^mmit z y > ^ - cc «t o u r a 
i rc;4- 1 2<zH>m*» i wciautoa^ 

20 *--KJ:i3ittel,!attl^ 

J: l» U /cfniTOS -Tin f*Xtttfi WJB^flB* ff 1 4 
[J»#J518] f»3B 3-(2-f'J^U 

3 - <2 - trysts?* *> ^om-F. L 

C-^*S/-SS/iU 3- (2 ■ t*<;^;U^^^) 7'p 
^0 t'^*-F, XJU^> LC ^^vz-HS/^ 3- (2 
-fi^^t) N-**Vr.*^ 
3- (2-ty^JUi/^*) ^U-h, ^^v^.- 
$y^t^y^J^:-)l-a - (2 b*M>>Jl^:t) 
FJUX> V !.C -X^^r. 5 S/^+^Jl'tf^JU- a 

- (2-trys/^s/5r-*) f^uxx *>1/*-lc-;< 

K7x-.JU) F. x;!/^-^i7^>x?, 4 

• (p--7U-Y$F7^xjL,) ^erb- h . ni-7M 
40 $ r^W^JU-N-JW Fd + V^^^- $ Fx^f 
;k ^*-m-7U-f ^ F^>*/-fJU-N-/>^ Fa 
*->x2^x $ Fx^rJU, S-T-fe^JUy;t//77>x 
^>-^T>t F. f>y^;l^ 3. 3--^^^" 

4, s»*«2- 1 7<7x*rh^iiKciett©a^*. 

t+iW^TsYvi* (CM) . r^e>-tr^^>, # 
'jx-7-u>yy ^-)U(ptL) . r+^Fv>, risT 

50 ^^F. Xttt Fj&»r^7'5>cHSA) r*>*. «5>t« 



3 

2-17 <Dl>?tiiP 1 «fciBtt<Z>«A1*. 

{MS0B2 I ] !SIW«T«(»Xttt^fttt«:#r 
5M#«2-8. 1 1 5-1 7<0l^rtl*>l^{C 

W^-mh7> (CM) , 7^> • 

[000 1 ] 
[0 00 2] 

*7— b*C&CD3l, lllex europaeus laqqlut 

inin (UTA-1), £ fcHKKffittft 3n*Mft O/cjUrtSW 
liiWtt^ja^n^T-^-iUTttvun Willehrdnd f 
actor (vW), ICAM-1 (CD54), r-sp.lecrtntf&fctirt* 

[0003] *^««ccffftr *jiiL«rtfi«ift 

(Wanq, 3.M. et a I., Int. J. Cancer (1993) 54, 3 
6), JKFB5 (endosialin) fiif* (Rmtiq, W..1. Pro. Na 
tl. Sci. USA (1992) 89, 10832). H 4 /isfixfr (Cotr 
an, R.S. el al., 3. Exp. Med. (1986) 164, 661), Q B 
FND/lOtnft (Kamani, I 7 , et al . , Hisropaiholoqy (19 
90) 17, 237) , FN4/F.N3ttf* ( Schlinqemann , K.O. 
et al., Amer. J.Pathol. (1991) 138, 1335) , BMU20 
info (Schl inqundnn, R.0. et al., /Vner.j. Pathol. 
(1990 138, 1335) . tN7/44*n# < Hapemeter, H.H. 
et al., Int. J. Cancer (1986) 38 , 481), PAL-EVi 
W (SchUnqemann, R.O. et al., Amer. J. Pathol. (1 
991) 138, 1335) . HhC 1 fift (Gouqns, A. al . , 

J. Immunol. (1988) 141, 1934), TEC4, TECJ1 tfttt (I 
horpe, P.C. et al., Am. Assoc. Cancer Res. (abstra 
ft) (1994) 35, mW<0*:S?a~ + )lViteftW%2 
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ttrfc/c UfrLtttf*, IB8ilti«rt&«Bi8€:«Wit 
[00 04) ffi«HT-tiJll7B*IB^W^ci:5?^aW^ 

6. — JfoWPr^H^rfc^VtC* (Zucher, S., or a 
I., Int. 3. Cancer, 75 , 780-786, 1998)-fc TGF-/3 
(Vrana., 3. A., et al., Cancer Res., 56. 5063-507 
10 0, 1996). TNF— or (Zhanq, Y, et al., 3. CUn. Inv 
est., 97, 2213-2224, 1996), XL - 1 ^OV A h *7 4 > 

<c j: o r ife Kftgmm&Mma'jtmm tuct 

<h^;!6fi*J:^&C&'o"C£ri>£ (Koomaqi, R, Vol 
m, M. , Int. 3. Cancer, 79, 19-2, 1998). 

r*o/c©(cjaur. KftWoffllMlQjntJltLttAA 

CDffi«!([a-T^^fiS[12 (Contrino, J., et al., Nature 
20 MPdirine, 2, 209 215, 1996) S */t. 

Ob hJttJ6jffllia«fete^c>'II31J:035S<ffi (proroaqulant 
assv. PCA) Z1$toK0XUmm7imifin& (Edward 
s, R. L., et al., Thrombosis and Haematosis, 69, 2 

05 21.3, 1993) ztixh*)> mmm-Ti:&iKmtLxb 

i o o o 6 ] ®.r>x . rmim*m*\mmm\HBL*> 
* i * \tmm t- o r i > a utmic *t l x #m)K m 

t 'J + - £ ft S oinattfii> z>t%tLht\*> (WO94/05 
328). {jfrirttifih. m&t&mmfiuyt-i'yj 

Aetata riwrjO»**«*3-tt5c<t^pr*6^i5 

[0 00 7] 

HUB t ffl« - S fc Aolftt 6* a«rttft L J: ^ 1 1 -6 
[0 00 8] 

^ZfMftttC-iyZ-'fyJX (Internal ize)b. *<DW 

50 KfflmtfC'Mtebtcmemnzmmkmxtz ctw 



(4) 

5 

ftlC£*Tgftft£jar£*C4ft#£L. 

cooo9] ft-o-c, ftaa^Kispfr a*t* 

9§M:*fc. K^J#^ i K3B8M>7 S yj»E^6^5 fc 

T&£«£#ft&ffiTS. 

>4**ISLTfiJE5«6(*ft1^r *. 
RIBMIW^* ' * P - + JUnttX tttt/WS^jft^WT^ 
4 ffc^ffiffl* fctt S/ > 4 * iftB b r j«S 

«&{*ft»«T*. 20 

tool 1 ] WffcSt HfrtftKIH^HSft 

*JWJtt*fc. 
&fi&ttft-ffr&Fdb, F(ab' sdv, (scFv) a ±it'¥ 

a* m a *<ow i 4 mmm t l xmzmst* 30 
[0012] ««w-F-(c»r*ta*xtt 

lan). ->^'/7f> (CiS platinim) t * /U>J<:/-> -J *> 
(Carpop latin). h"7>f^>C (Mitomycin C)> 7 
K X )T"? 4 Uls (Adridmvc in; Doxorubicin) , 
;l/f^> (Ltounorubicin) . >f v> (Blecmyci 

n), (NeocarzinostaLin) , p<r 

hl/^fe-~h (Methotrexate) . 5 - 7 Jl^n^ V £✓> 
(5-Huorouridinp), 2' -«5 S * + S/^ 40 

US/> (5-Huoro-/ -cleoxyuridinn), V r S/>7*7 £ 
y ^ K (Cylosinc arabinoside) t 7 £ ZT^rU > (An 
inopterin). 'J (Vincristine) t Xtt^> 

T^CVindesine) 4*iiWbr«C*«^*tffl«-r 
*. 

[0013] **w»*/c. Mim+kttrztAitxte 

rtf*tt£ttftttflW*. *fcW**fc, IWIW+ccJtf 
taWXttRJ^&ttft'&'T 4 -f > *-n 
4*>-2(Ti -2), HUUHreBT-crCrNP a). -f>* so 



#H2 0 0 1-213804 

6 

-7 x p > (tfn)4 **psl r«5ffl*f**»flrt**. 

[0014] 3MWJtt*fc. *UiB*IC»T*IS*Xtt 

(Diphtheria toxin A chain) » S^* — K J 6"/"^*> K 
h + ( Pseudamonas endotoxin). yvi/AM (Rici 
n A chain). MM 'J V>AJR (Deqlycosylated ri< in 
A chain) , ASK (A chain), ^P-> (Celonin). # 
-*$-f-Ftt l J-f JU*26 ( PAP-s ; Uokeweed anti 
viral protein from seeds) . ^ysl"2/> (Briodin). 
*#y> (Saporin). **JUS?> (Momordln). 

(itarorcochin), S^7>V>3 2 (Dianthin 3 
2). S?7>i'>3 0 (Crianthin 30). tf*r» (Mode 
ccin) > tr*/7S> (Viscumin) % #"J^i/> (Volkes 
in). Kr r ^> Ky> (Uodecandrin), h»J^>(Trit 
in) . (Lutfin) XI* F 'J (Trichoki 

[0 0 l 5] *»Wttifc, Ctiia*»H^«L*X«^tS 

aa*ur**iH«t*««ra # *jwn**fc. ttffl« 

W^tt<*X{i!niE^te^^'i^rrK-<b h + ^>4 
*y>*-tc<t>)il«Uri!S-S«^(*«:tRttT*. 
WB*fc. kh«»W^IS6T&!Sffl»HT*i*Xtt 

[ooi6] *mut*tc «w»H*«c»r4ii*xw 

>4 ft y >^-tcd: i«Sortt*a6»*tt«-i'5, 
*«W W * te. SttUttS 7-t y * u - *;Utt(*XttWH 

Wi*fc, IniffiJBMSI-fffift (iroNo. S0382)XWffiMte' 
& *©Kfr <b ft^BftJW* fctt h + 4 ft 
y>#-«cJ:0il»l/rttStt**ft«ST*. 
[0017] vm&t hsaumnfctt 

*5/>4*y>*-«CjC0i«S L T &*tt^ftftffi{£T 
4 0 **Wtt*fc. ifttttb HtltffiaSiSIT-CiffXBin^ 
tt^tt4^*^ORK-4fb^*ttffJ*fcB h=T-V>4 
fty>*-CCJ:Oi!BJBlyrfiW»^*ft«ftT^. 

SFah, F(ab' ),Xttscrv4ft^«ftJW*/ctth*^> 

4*y>^-jcj:Daisi/rtfaaft*ftattT*. * 

5WH«fc. ««H*«:»T&JS«:XttfS«B^IStfl 

r**©wi-4RM«H4ft y >x-'<c£ vmbxfc 

[0018] */c. ffl«H*5C#T*taf*Xtt 

KKttftHlt^fr**©*!^, ^r;t9> (Melpha 
Ian). i/X7*7f> (Us- platinum) . 
(Carboplatin). *7 ^ h~?^^>>C (MiLomycin C). 7 
Ky7"7-Y^> (Adridmycin; Doxorubicin) , ¥*5 s 



;Ut^» (Daunorubicin) „ ^/U^v <f v> (Blrrcnyci 
n). ^Xiifo* J7, (Nc\)carzinostatin) . *Y 

hU+lf- h (Methotrexate) . b - 7 )1>*Q>5 *) : J> 
(5-Fluorourichne), 5 - 7 CJ - 2 ' --ftf + i"? 
*)i>y (S-Fluoro-2' -deoxvuridine), vrv>79t* 
Si/ K (Cylosine arabinoside) . 7; ^^f V> (Am 
inopterin), b> £ V (Vincristine) , X5it:> 

^>>(Vindesine) i £ V >^7 — J: *)&tiOX 

[0 0 1 0 3 **QI]«*fc. «»B*Ktt**tSf*Xtt 

KK*<h>f >*-a>f*>-2(Ti-2). M*W^^a(T 
NF- a) t -f>*-7 ( 1 FN) 

[0 0 2 0 3 *£W«fc v BUEKFKWf *ttt*;Xtt 
ffiJJW66tt**rr 4 €■ >i £. ^ v T y 7 h * > A *A 

(Diphtheria toxin A chain) , is**- K*"fct^X> K 

r*^> (l*eudc*iK>nas endotoxin), 'J v>A$A (Riri 
n A chain), jftWA V > > A jft ( Ooqlyrosylated ricin 

A chain) k AS* (a chdin) v VO-'.> (Celonin). 

FSW-fJUaSQ (PAJ's ; TOkeweed anti- 
viral protein from seeds) . yU^^V (Rriodin), 
1M*y> (saporin). ^JUv> (Momordin), -t-tJU 
n + > (Mumorcochin), yr>'»3 2 (Dianth1n3 
2) v t>7>^>3 0 (Dianthin JO). J fc7*vS'> (Mode 
ccin) , t^^7 5> (Viscumin) s tiUlirUl' (volkes 
1n) . K-f*>KU> (Oodecandrin). F'Jf> (rrit 
1n) , Jl/? ^> (luffin) Xttr VrJ + 'JV (Trichokl 
hn)<b£ y >#-cc J: »)*MiLriiJE*K**ttt«r 

[002 1 ] *JWttJfS/c, Jfiffl^^ttXttffiJSW 

VMSLXf&Z&tiftZ&m .«MBtt*fc. ffilH 

<!: * *ffl3Ef#»(C J: 9 i*IS U TfiR S -6 . 

[0022 ] t^ttj/c, wnxmr^stv-'tb 

KttXttfiiJHjS^tt &WT -5 * ©IKK- 1 { b^«iiW* fc 
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[0023] ^*r;Jcb bmmammtt 

+2/ > i ^ «H j^i*CC J: 0 i*tt L X a^f*^»« 
rStt^^'T^Fab, F(ab' ) a , scFvXtescCFv), 

io [0 0 24 ] xmmzttc, m»m*ic*t?mi*xtt 

mte&foii;tZ*<OWK±. S)l?7Vl< (Melpha 
lan), is* 3-1/ (Cis-platinun) , iJtotf'fvf'Z/ 
(Carboplacin). v-f Y^^i/yC (Mitomycin C), T 
K , JT*^^>'> (Adriamydn; Doxorubirin) , 
JH^J/> (Daunorubicin) . T'U^V^i/^ (Bleanvci 
n), ^^^JU^> r X^^> (Neocar^inosLdLin) . h 
hU**-h (Methorroxatp.) , B-^^tP^'^y 
(5-Fluorouridine). 5 - yJltU - 2 ' *7 r ^+ , >^ 
'Jv> (5-Fluoro-2' -deoxyuridine), ^hV>r7t' 
20 -/i/H (Cytosine arabinoslde) . 7^^t'J> (Am 
inopterin). f> ^ 'J > (Vincristine) , X6^f> 
r^>(vindcisim0 i*«nilj4:t*(*tcJ:»3Jli|ftLrttS 

[002 5 ] *»9?»*fc. «Wa-T5C»**-&!S#Xtt 
Sli«Mi^«**r-rs^©IKH-<b^ h^-Y>it*HH$ 

KM-i^>^-D^ + >-2(Ti-2), Jffl*«^-ha(i 
NF- a) . Y>^-7xa>(iFN)<h**fHlS«f*tcj: 
30 0il«l,-CJS5ll^*€r««Ti. 

[0026] bmutttc. «»BT-«:»'r*ts»Xtt 

(Diphtheria loxin A chain) . V.-*— K-t'/^X^ K 
h -i 1 v > ( Pseudomonas endotoxi n) . V S/ > A Sft ( Ri r i 
n A chain), J&t8iH y i/l/ AilH ( D.»qT ycosv I atod ricin 
A chain) . A$A (A chain), YU^y (Celonin). 
- ^ 0 a - K!a'^ ;UX2rD ( HAH-s ; l-tokeweed anh 
viral protein from seeds) . (Rriodin), 
*^^y> (Saporin), ^;l/>?> (Momordin), ttfr 
AO ri + > (Momorcochin), i/T> v >>3 2 (Dion thin 3 
2). y7>i/>3 0 (Dianthin 30). tT7^> (htodo 
ccin) , VZtjx> (\ribcumin) . ^Jl/^2/> (Volkes 
in). Hv r ^7> Ky> (Dodecandrin). hy^>(Tril 
in) t ;U7 r> (Luffin) X»Fy3*y> (Trichoki 
rin) i * * IB3E »»«C .fc 0 a» 1/ r fiS-5tt^**flStt"i- 

[0027] *a««*fc. fc83fcE«LfcBtefc«:S 
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[002 8 1 

tt, «HH-ft«!ll/Tl«*IMS4*:B, flttsTfflJ**. 
[0 02 9] ***«:<e>fl$<i*ffi*tt. **y*o-^ 

« t n»KjByj*iiflj!a j 82»^mA0i orte/Ho 
r, ctvkmig(D#L& Office t/^^rjfcjffio, 
«*««Bl*ailt©lBIMAtt«: «t o r '^(Dltti 

* ji/«cts»**«Bi«: * * y - ~ > y** c <t tc <fc o r 
msr**. 

[0 03 0 ] !W*RJ]Rr.fea?h&HWLIIi«4 0rtt. 

t$(c ph« ^ n * 6 co r « & i , mwhb^(c cra*r * « 

lK4"iA«li«j©ttBrt*/c«. jrFtca.«**c£«:J: 
•JtTfctl*. BfffiSJHtPBS (Phosphat 

e-Buffered Saline)^^.ffl^67t<^ria^«{C^^, K 

[0 0 3 1 } coj:^{cftao. jm^w^icwaotnf*!^ 

(P3x63Aq8.653) (J. Immunol. J23 : 1548, J978), p3 
-Ul (Current Topics in Micro-bioloqy and Immunol oq 
yRl : 1-7, 1978), NS-1 (Fur. 1. Immunol. 6 : 511-5 
19. 1976), NFC-H (Cell, 8 : 405-415, 1976), SP2/0 

(Nature, 276 : 269-270, 1978), FO (J. Immunol. M 
t»th. 15 : 1-21, 1980), S194 (.1. Fxp. Mod. 148 : .11 
3-323, 1978), K210 (Nature, 277 : 131-133, 1979) 

[0032] m&tommt * xu-^mmtommm 
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<0~Hik (Milslcin6, Methods En2vmol. 73 : 3-46, 19 

MM^W^il JfflttlB^ffiiffinoiytETtCjiTftCD 

tf. * ux*o>?'j:3-n/(PEG) . te>y-f<u;u>< 
(hvj) *#<»Hsti. 'WffimttWM&Vi&ztotoz 

io [0 03 3] ftrsfflia axo- 4 <Dffi/B$£ 
o u». mzwm^cm\,>*>tgmm 

ftRPMH640B#«L MEM*£#$L C<Z>«DW 
[0034] MffiftS*fliflS<h S XU -vifll 

^or^«^n^*® c Pr^<^o. m 3 7 

20 'WWUcPEGSt Milt*. T-fcjtf-ffilO 
0 0-6 0 0 0glSWPF.G««*fll«. 30-60% 
(w/v) CD«ffr«MUU jfi^TSCiCCjr^rgW 

r. «3tt4&«Mta;xas»t. a^or±«*»±t 

[0 0 3 5 ] MMfc'W :/»J K-^tt. ji«©j8iKtt* 
Mittf, HATiSilvS (b^4^>f >. T;A/ 

[0 0 3 6] ^/c, t: \-iw<DmmctKmz&WLr:±L 

M^-^^y K-vtffSflSCC, t: hU>^^^rin virm 

40 ^, #£tf;>tnjr£/d*ft^^ 

infract HS**»*Cd:fer#^ (WfirTi 59878 
£M) • ^6CC. b hlfittB£7'©U><- h y-tft-T 

J:^ (pgf5SWri^UJ0K^W)1ft-^WO93-12227, W092-03918, 
WO94-02602, W094-25585, WO96-34096, W096-33735. * 
H»««^IJK5S45806 #JH) . 

[0 0 3 7 ] tO£5&{,X\%nZt\%*; 'JO-th 
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[00 3 8 3 **?B(ctt % *y ^ci-^;UjKi*<tLr. 

lllitaiS(*tffll>*C4*«T** carl, A.K. 

Rorrebaprk, lanes, W. larrir.k, THFRAPFimC MHNOCL 
CNAL mi BODIES, Published in the United Kinacbm b 
y NKCMTUAN PUBLISHERS LTD, T990£jft) . 

[0 03 9] AftftCCtt, HW4*Sffif**ii£Ta>> 

>^aW*3«ie? (oncogene) «Cfcg*5E<fc3tffc 
MS*>^ (Vflltt) *=i-F-r*iiiR 20 

7.-i»jH&l>y; (Chirqwin, J.M.*S, Biocherristrv(l 
979) 13 , 5294-5299). AGPC& (Chmczvnski , P.O. (19 
57) 162, 1W-159)»CC<k^±RNA*3MU mfW\ Pu 
rification Kit (Pharmacia*!) $£{*#LTmRNA£il53 
K?&. */c. QuickPrep mRNA Purification Kit (Pha 
nnaci M) feffll^ C <t «C J: f J mRNA&£«lflttl'r £ C £ 

[0040]»6tifcmRNA^ 8 » r 

R(*Vffl«0cDNA*£lST*. cDNA<D6fiStt. 30 
^ft/ Rcvorsr Transcriptase Firsl-strand cHNA Synthn 
sisKit flftffll»rfrOCi3ft«r*&. */c. cDNA©6 
JffifeJ:&ifttHfT4CCtt5' -Ampli FINDER RACE Kit 
(Clontech H) PC R*J13l>fc. 5' -KflLh it Or 

ohman, M.A. 6. Proc. Natl. Acad. Sci . USA (1988) 
85, 8998-9002 ; Belyavsky, A. Nucleic Acids Re 
S. (1989) 17. 2<nS-Wtt)&1&}#t*>CtifiV% £. » 

•N^i'-DNAiiBHl-rs. £6Ct 4 cftcfc OflUft*.'* 
**-*{MtU *M»«aAiran;.-«raRL 40 
r#a©««iE.^^*-*«IIW-6. UWiTSUNA 

[0 04 1] HM4ir*Cif*a)V««|*n- r'^&D N 

*a-K*aDNA4jitfSU Cti**^^-AjB 
a&tr. tSftOV^WWra-KirsnNA*, 
^C8R«^DNA*a05fe^^^--^ffl*i^/x,*C4> 
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~/7*u * - * -obwo «> 4 raw a «fc * 

[004 2] !K<*M£*<DWBtt. ^(*CO*iH ( Hlfl) 
£/ci*6IA (Lift) *»J^CC»^^^-{Cifi^jM,-C 

L §WSr a - K T * D N A * WftS^c * * - Kffl # 

^#W094A1523$.^) . ^JWrB. b F«C*hf SUfl 

fc«ef«*iLaS!«*. «*.«, (Chimeric) In 

{*, brSfft ( Hunan i^d)ta#X»t Mtttf*£ffifflT 

[ o o 4 3 1 * 1 > v vm* . naeo <t s k l r f^/cj/ti* 

V«i«*ri-K-*-*DNA*b rttt*C««*ri--KT 
*DNA<h£*SU Ctl*«iH^^^-iCia*^ra 

^W##EP125023. ®^f*^fflfiS^M#^WC)95A i 104l 

[004 4 ] b FSSf fctSftW. < reshaped) t h 

(*«fflMtt*iL'«*Jl (OX ; complementarity determin 
inaregion) £t H)'iW)CDR^8lll/<:<)OT* 

Mfl»ttUMR&M* *EPU 502 3. BF^SttHRS^Dfl * 9wd 

95/14041$^) . 

[0 045] Riimctt, SO ZtmtDC D R £ t hta 
(^(7)7l/-A7-^W (TR ; frampwnrk rpqion)?rif 

far s j: 9 cc&st o fc i) n a id m« % «tt»tc * - / < - 

A*t htt*CM«*3- KT*DN AtitlfcL. *C» 
r-fciH-^ ^"-(cffl^^r. ch*SS«:3»Al/*ai 

9100. H^«fBt-ttiWaRI*»*«O95A'l041#K) . 
[0 04 B] CDK*^LritlS3tl*t hKf*OKR 

imttftjmft«iiwt ^K«:*©vi«M>K nor 

5-/K*iE*L/rtJ:c» (Sato, K. et al., Cancer Rti 
s. (1993) 53, 8S1 856) 0 *SvWfrt> fc hWfcJS* 
t HS»C««^ttfflS*i6.. 4J*U»fc hln^ 
CJ*«4Urtt, CraWtfftti. M*tf % Or I. C 
r2. Cr3, C r 4 £<£ffl*4C t*fC*4. */c, 

mttttMwm&ottittimtztttoic. t us 

[004 7 )^^7 t h WHO «9Lttftra»[b* 
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*<DF R fc J: CK; t httftlcfcWSfliM 
<kC*. ta(*KH-iLr». Fab,F(ab' ), , Fv£ 

[0 04 8 ] Cti6flOSi(*KW-t»*ft:a«)CCtt, tnf#£ 

&1S*BIBr»«i^-5 (Wittt. Co, M.S. et al. . 
3. Ijimunol. (1991) 152, 2968 2976, Better, M. & Ho 
rwitz, A.M. Methods in nnzymoloqy (1989) 178, 476- 
496, Academic Press, Inc., Plueckthun, A. & Skerra. 

A. Methods in Enzvmoloqv (1989) 178, 476-496, Aca 
demic Press, Inc., Lamoyi, Methods in Enzymolo 
oy (1989) 121,652-663, Rousseaux, J. et al . , McLhu 
ds in Fn^ynoloqy (1989) 121, 663 669, Bird. R.E. e 
t al., TIBThCH (1991) 9, 13 2 -137 • 

[0 04 9] scFvtt, tt*<DH«V«i«iL»Vi« 

^W088 09344, W095 14<M1#JH) . COscF v Kin* 

^7?K'J>*--trtl/riltt*4i& (Huston, l.S. c 
C al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85,587 
9-5883). s C F vtC*5C/6HIAV^43^C> r IJftV^ 

JMttt. .hEtStti LTElltSftfciOOl 
r*-jtiJ:c». vw&iX&tZ'*'?? ¥')>*-£ 

-*M^:/*F#Sl'6*l& <*B»B*5525491 # 
M) • 

[0 05 0] scFvt3-K«DNAIt, ft'Eftft 
LiP.i/ctt. L*VM«*3«K-r-5DNA*»!Hi 
r * D N A fflitf £ , * ®HN* 5 v < v - » £ 
'J > * - • ffltf > * 3 - • f r Z> D N A *s J: « PW & & 4 

aa^r War * c t tc <fc g » ft *. 

[0 0 5 1 ] */c. -ascFv*a-KT*DNAWn«! 
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S-ttSci^r**. ?WBWlF8a*©fflirirO r$x 

ftj tmtft6©tn<*W^S£3ft*. Cft6£>ttf* 
■Witt 6M»»^«ctt^r»*ffl3W/J^St^ca&. 

[0052] tai*«»atLr, 
iU(Hto) »©ft»hf4is«ofett*t(i«r*c4<> 
r**. tttt«cfc3h*«Mtett. ffc¥ffrtS£*»AT 

^jtc^c$ft5lSiWir*or^<fcc>„ ^m^HpM*<Daffl 

*Mrrc<hKJ:oT»ac£#r**. tft6<7)£$tt 
cco»»«:*i^rrr(c«fiiE2ftri^. 
[0 05 3 ] Bt/SEcr>J: ^fcllBLfclfttte^tt. SMffl 

p*aai«w«r«!fflr-5«^ t *wati6*Mi*yn*- 

*-/x:/^>*- % *M3ft«!n<*il£?. *©.V 
20 fliij «^ »; A Jl/**ttW«:|S^S 1*/cD N A *> 

(human cvtomegalovi rus irimpdidtp narly pmmoter/e 
nhanccr) £ * S C i tfiT * ^ . 

[0054] *fc. *©(ftec**wr«wijstiittf** 
J^cc^ffl -c d & '/a - * -/x >A>t-itr k u 

yir>^^U4 0 (SV40) -f^XVci*-^ 
30 -/x>>»>>1f— ?Jfc hxn>y--/ 3 >7 ri'^ 1 
a (Htrior) tj: £<DVto%&JIWI&%0'SO "x 

/x>/\>-^-^t|fflr*i«ft. Mulligan 5 G>#& (Na 
ture (1979) 277, 108) . J/c. htFla '/Ci -/ 
Jv^^-tHitStt^ Mi/ushima 6©Jftt (Nu 
cleic Acids Res. (1990) 18, 5322) KBE^^StC* 

[ 0 0 5 5 ] *IMB©«ff. *ffltfn*Afflft^w*- 

40 m& T*«iiwj«ctt & c5 -tt r ^ s * * c 4 *«r * a. 

^ffifflrStBA. Wardf>^jji (Nature (1098) 341,54 
4-546 ; FAbhB J. (1992) 6, 2422-2427), araRT'O* 
-tt-ZiUmtZt&G* Better^ (D'Mi (Science (198 
S) 240, 1041-1043)«C^^.^^Ci„ 

[0056] ts«E»ttw)fca&oi/^i-ii«W4 

EM (Lei, S. P. et al 3. BacLeriol. (1987) 169, 4 
50 379)«6JflrtltfJ:t>. ^'J^7XA6Cfll*feitft/t!S* 
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CO LXttWT* (W*«. aK»*ttWl&M*#WO 
96-30394. 0:«lttlilMSftBfi¥7 - 9 3 8 
7 9MMH) . 

[0 05 7 ] tiLm*W£UXte. SV40#'J*-^*<<^ 
* k Yfsfy 4fo7* % ^n-fn-v)^^ (BP 
V) fff)ft*03<)W*ffiC»5CiOT*S. ?S 

— fe'(APH) »6rF\ f-5S/>+*~ fe' (TK) itfci\ 10 
9— (Ecoqpt) ifi£^\ i>t FPKBfiE5Gl**(ctifr) 

ft*«jft(D/c2f?>(0aa»(*. in vitrofc<£tfin viv 
oOiSWS, in viLrxXDeajfetl/TH. #m«fl 

[0058] RffifBI8*ttfflT**tt£> ttMHJL ffltt 

tt, ( 1 ) W?L»ffl)fe. W*ttCH0 (1. Fxp. Mrd. (199 
5) 108, 945), C05 . BHK (babv hamster 

kidney) , HeLa. vero, (2) ffi£AffljR. WAIST? 
i)#yj(iJx.)l>9mMMl (valle. et al., Nature (198 
1) 291. 35&-340). A*v>W (3) MAIM. Wittfsf 
9, bf21, Tn5#*DO*lt(,>*. CH0«MSiLrtt. ftfc 
DIIFRjftfc^£MM0fcUt> fMBr&&dhfr-4JU Or 
OC. Natl. Acad. Sci. USA (L930) 77, 42 16-4220)-£CI! 
OK-10'roc. Natl. Acad. Sci. USA (1968) 60, 1275) 

fcffawcffinw" & c <h **r s & . 30 

[0 0 5 9 ] ttMM9£brtt. Nicotiana taharum tfe 

( Sacrharomvcps)IK . Wit ttif » i) P 5 -fe 7, • -fe U K : S/ 
X ( Saccharomvces cerevisiac). rfetftftf. WfctfT* 
"CJUFtfJl (Asperqiltus)JR, W^ttr^^^^^ • 
-*f- (Asperqillus mqer)tt £3PAJ£tin>S. MflS 
fflia*ttffl*SJ»G. MBB*IDI!l*ffit^jSa£*^*S. 

iiaiwtbr^ ajjbbb (r.coii) , \mwm*>t\ 
(006 0 ] checowc. RWiirsfKtt-ite-T* 

#MK»U1J:»)«AU »«*aftdti/c«H««rin vitro 

*tt«Ctt^ff^. iS««iL-C, HMFM, KFM, R 

FMI1640 IIVD*&fl6>flT*Ci^r*$. <Mft« 

«r»»OlimP'v»*c4«:j:9. in vivo «crK#* 
[0 06 1 ]- //. in vivo (DtijtMt LXtt. fifth* 50 
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cn80»tt*fc5Jtt«J«:!a*it&F-€r»AL. *b*3* 

2/4ffll>4C£OT*4 (Vicki Glaser, SPECTRUM Bio 
technoloqy Applications, 199J)„ £/c 4 Pitftjfllijfe* 

[006 2 ] ffl*tf. *r+*iS *-tf-f >©«t 

TC0i^rti(c»A0T»6ifife7iLr3m^^. tnttifl 

A 3 txtcM^m.BJ'^is D N A 0r tf* 
K^itAL* C«K«0)*4^*ATS.. K**8U 
te+*P* 64* ft * r -> >X i>* ~. * £ * -K* fctt^co 

^awa*,-r*arF*>owa©ttf*t»a. f5>*j> 

*¥tCtt/HlyX{>J:l>. (Ebert, K.M. et al.. Bio/re 
Chnoloqv (1394) 12, 699-702). 
[006 3) i/c MAtLrtt, WiLW^-f ^*fflC> 

O^^3(7)tfifiJ:O0faWti<*4:W* (Susumu, M. et 
al., Nature (1935) 315, 592-594). ^ eCCfflia&ffiW 

WittfpMON 530{C#At, CCD^^^-^Aqrobact 
er i um tumef aci ens <D J: ^ ^ 5? r 'J r * AT i . C 
O'^f 'JTt^O, WAtfNicotlana tabacum (CfiS 
SfcS-tf. **^noSIJ:»}W2(DK#=&»^ (luiian, 
K.-C. Ma et al.. Eur. 3. Immunol. (1994) 24.1J1-13 
40. 

[0 06 4 ] ±iIS(?J)J:*»(Cin vilmi/diin vivo <D& 
t««:rtt**«a-rS»ft. K(*<OH«*/c»L«l«: 
.-J - FT* 0 N A fcM* tc*«-^ ^ ^ -te^B*a^r* 

L»*3- FT*DNA**-<DftJS^^*-{CJffl7^ji 
ffli«r»«ia»*1*TfcJ:t» (BRmMPilUI&RI 

(Viroloqy (1973) 52, 456-467)^xU^ Fn*l«U-J/ 
3>S (EMBO 3.(1982) 1, M1-S4S)3?*lffil>6tl*. 

[0 06 5 ] (WE© J: ^Ccga. JWSnfcKfttt. fl 

6. **wr«ffl*tisia(*©#*. wastt. ism-cos 
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(Antibodies : A Laboratory Manual. Cd liar low and 
David Lane, Cold Spring Harbor Laboratory, 1988). 
[0 08 6 ] 77^f^fp-7|-^;7 i-ltm* 

Lr, W-tfHyper 0, KKOS, Sepharose f-.K 
(f*amacia)9#W*>tl* 0 7? -f.-fN-^av h 

h^77 t —3#$t:f6il£ (Sirar.eqies forProtein 
Fliri ritation and Characterization : A Laboratory C 
ourse Manual. Ed Daniel R. Marshak et al . , Cold Spr 
inq Harbor Laboratory Press, 1996). 

[0007] cn^^nvhy^^tt, ««i*n 

7h^7^-, HPLC, I PLC$<D$tQ t7Zi^7 Y 9 

(en7ymf»-l inked immunosorbent assay ; ELISA)^GCJ; 20 

8 0nmW»*«4rilW3er&. Hit tt. t rtt<*<Dtt»&. 

lmq/ml£l. 3 5 COt Ur#fcBmtZ<fc l». 

[0 06 8 ] * fc, ELI5A atttettfctT© J: 0 6C»J 
&T*C£#T**. -«C*>*>. 0. IMJE^nttffiiS 

(pH9. 6 ) T ! u g/mlCC*«Lfc-if--r"Kt h I tf G 

(TAGCfi) I 0 On 1 £9 6A'/l/' h (Nunc**) K/jfl 
*. 4'C?-l!M>*^-rU KttwfcHJifW*. 

TfUETOSli^b h l*g G (cappelW) l o 0 u 1 *tt 

[0 06 9] 5 0 00fS#WO/c7;l/*«;v* 

*7 T tf»2*tafc MgG (BIO SOURCE*!) 1 0 0 
w I fcflllA. jS5BCcriB$IBK> + »^- hTS. 

S'a?§^ ; SriJnit^>+^^- MTCROPLATE R 
EADCR Model 3550 (Rio-RadW) £#v>r4 0 5 rmVO 

tfif*<W*R8^Ktt> BIAcore (Pharmacia^) 40 

[0070] *«jr^3n^tt»cottMtt^fflt±© 

fffffitt. SMttP6tifc#i£. W*fr*ELISA. E1A(BS!A 
ttWSffi) . R I A (fikHAJCW/Eif) **i>tt»#ft 
tfiffi&#!t*&C<!:#'C'££ (Antibodies : A Laborator 
y Manual. Ed Harlow and David l ane, Cold Sphnq Ha 
rbor laboratory, 1933). .hffiHattOWSttWffitCii. BT 
Acore (Pharmacia*!) ZfefttZC 
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[0 0 7 1 ] i/7f-V7h*i/>AM (Diphtheria tox 
in A Chain) (Lanoone J.J., et al., Methods in tnzy 
moloqy, 93, 307-308, 1983), ^a-F*tXX>Fh 
Jris> (Pseudomonas Endotoxin) (Nature Medicine, 2, 

350-353, 1996), l> A$J3. (Ricin A Chain) (kilto 
n R.3., ct al., 3. Biol. Chem., 261,5314-5319, 198 
6 ; Sivam C. et al., Cancer Res., 47, 3169-3173, 
1937 ; Cumber A..1. et al . , J. Immunol. Methods, 13 

5, 15-24, 1990 ; Wawrzynczak b.J., et al., Cancer 
Res., 50, 7519-7562, 1990 ; GheeiteV., et al., 3. 

Immunol. Methods, 142, 223-230, 1991) ; 

[007 2] ftttifl 'J*»ASft (Ueqlycosylated Rlr.in 

A Chain) CThorpe P.E., et al ., Cancer Res., 47, 59 
24-5931, 1987) ;A« (A Chain) OVawrzynczak E.3.. 
et al., Br. 3. Cancer, 66, 361 306,1992 ; Wawrzvnc 
zak EJ., et al., Cancer Res., 50, 7519-7562, 1990 

; Sivam C, eL al., Cancer Res., 47, 3169-3173, 1 
987 ; Thorpp P.F., et al., Cancer Res., 47, 5924-5 
931, .1987) t yti~> (Celonin) (Sivam C, er al., 
Cancer Res., 47, 3169-3173, 1987; Cumber A.J. et a 
1., 3. Immunol. Methods, 135. 15 24, 1990 ; Wawrzy 
nczak F.3., et al . , Cancer Kes., 50, 7519-7562, 19 
90 ; 8oloqnesi A., et al., Clin. exp. Immunol., 8 
9, 341-346, 1992) ; 

[0 07 3 ] <~ YViO 4)1X9(1 (paps ; 

Ftokeweod anti-viral protein fromseeds) (Boloqnesi 
A., etal., Clin. exp. Immunol., 89, 341-346, 199 
2) \~JVXV^> (Bdochn) (Boloonpsi A., et al., CI 
in. exp. Tmnunol., 89, 341-346, 1992) ; x ) > (S 
nporin) (Boloqnesi A., et al., Clin. exp. Immuno 
I., 89, 341 316, 1992) ; 

[0 0 7 4] (Mnmordin) (Cumber A.J., ct 

al., J. Imnunol. Methods, 135,15-24, 1990 ; Wawrz 
vnc/ak r.l.. et al., Cancer Res., 50, 7519-7562, l 
990; Boloqnesi A., et al., Clin. exp. Immunol., 8 
9, 341-346, 1992) 3 + > ( Momorcochi n) (Bol 

oqnesi A., et al., Clin. exp. Immunol., 39, 34V 34 

6, 1992) ;^7>:>>3 2 (Dlanthin 32) (Boloqnesi 
A., et al., Clin. exp. Tmmunol . , 89, 341-346, 199 
2) ;t/7>i/>3 0 (Dianthin 10) (Stirpe F., Barbi 
eri L. , FEBS lei Ut 195.1 8, 1986) ; 

[0 07 5] tf'^> (Modeccin) (Stirpe F. , Rarb 
ieri L. , FEBS letter 195, 1-8, 1986) ;t'X^4> 

(Viscumin) (Stirpe F. , Barbieri L. f FEBS letter 1 
95, l 8, 1986) pfOUfriO (volkesin) (SrirpeF., 
Barbieri L., FEBS letter 195, 1-8. 1986) ;Ff^> 
K'J> (Dodecandrin) (Stirpe F. t Barbieri L., FEBS 

letter 195,1 8, 1986) ; 
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[0076] r (Iritin) (Stirpe r., Barbieri 

L. f FEBS letter 195, 1-8, 1986) ; 7 .< > (Luffin) 
(Stirpe F. f Barbieri L., FEBS letter 195, 1-8, 19 
86); h »J 'J > (Trichokirin) (Casellas P. , or a 
1., Eur. J. Biochem. 176,581-588, 1988 ; Boloqnesi 
A., et al., Clin, exp. Imnunol., 89 t 341-346,199 
2). 

{0 07 7] Ktt«W£Urtt. ;OU7y (Melpha 
Ian) (Rowland G.F., et al., Nature 255, 487-483, 1 
975) ;i/^"79> (C1s-pl atlnum) (ttjrwltz E. and 10 
Haimovich .1., Method Tn Fn/ymoloqy 178, 369-375, 1 
986 ; Schcchtor B. , et dl. f Int. 3. Cancer 48, 167 
172, 1991) ;*JU#?9*> (Carboplatin) (Ota, 
Y. , or al., Asia-Oceania J. Obst or. Gynaecol . 19, 4 
49-457, 1993) ;W hv^»C (Mitomycin Q (Noq 
uchi, A., et al., Bioconiuqate Chem. 3, 132-137, 1 
992) ; 

[0 0 7 8 ] 7 K 'J 7^ V> (Adriamycin (Doxorubi 
cin)) (Sh1h, L.B., et al., Cancer Res. 51 4192-419 
S, 1991 ; Zhu, 7., fit al . , Cancer Immunol. Immumot 20 
hor40, 257-267, 1995 ; Trail, P.A. , et al., Selene 
e 261. 212-215, 1993 ; Zhu, 2., et al., Cancer Imm 
unol. Xmmumother 40. 257-267, 1995 ; Kondo. Y..et 
al., lpn. .). Cancer Res. 86 1 072-1079, 1995 ; 7hu, 

Z. , et al., Cancer Immunol. Irrniumothor 40, 257-26 
7, 1995 ; Zhu, 2., et al . , Cancer Inmunol. Immumot 
her 40, 257-267, 1995) ; 

[0 07 9] ^ r> ;yjUt*V> (Daunorubicin) (Dillma 
n, R.0. et al., Cancer Res. 48, 6097-6102, 1988 ; 
Hudecz, F. , et al . , Bioconiuqate Chem. 1. 197-201, 30 

1990; Tukada Y. et al., J. Natl. Cancer Inst. 75, 

721-729, 1984) ;7'L'*Wv> (Bleomycin) (Minab 
e, Y., et al., Biochem. Biophys. Res.Commun. 115, 
1009-1014, 1983) .ZXftJlJSZZjl' (Neocarzino 
statin) (Kitamura K. , et al . , Cancer Immunol . Immu 
mother 36, 177-1.84, 1993 ; Yamaquchi T. , ot al., J 
pn. J. Cancer Kes. 85, 167 171, 1994) ; 

[0080] ^hhUt-t-h ( tothotrexate) (Kralo 
vec, 3., et al., Cancer Trmiunol .Immumorher 29, 293 
-102, 1989 ; Kulkarni, P.N. , et a I., Cancer Res. 1 40 
1,2700-2706, 1981 ; Shin, L.B., et al . , Int. J. Ca 
ncer 41, 832-839, 1988 ;Gdmoll M.C, el al . , Int. 
J. Cancer 31, 661 670, 1983) ; 5 - 7 JM" M ^> 

(5-Huorouridine) (Shin, L.B., Int. J. C^nce.r 46, 
1101-1106,1990) ;5-7JUtP-2' -r^ + '>')'j 
v> (5-Fluoro-2' -deoxyuridlne) (Coerlach A. , et 
al., Bicxonjuqatp Chem. 2, 96 101, 1991) ; 

[008 1] Ubis^rvVsisf (Cytosine arabino 
side) (Hurwitz E. , et al., 3. Med. Chem. 28, 137-1 
40, 1985) ;7;/-/f'J> (Amlnopterln) (Kanellos 50 
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J., et al., Immunol. Cell. Biol. 65. 483^93, 198 
7) '^^(Vincristine) (Johnson 3.R., et 

al., Br. 3. Cancer 42, 17, 1980) ;tT>-r^>(V1nde 
sine) (Johnson J.R., et al., Br. .1. Cancer 44, 472 
-475. 1981) ;%£ifimi 6 fx*. 

[0082] mmisttftMmmsttiGtz* 
aaia*^oritt«i*6sns«ft<oiiMfa». sh 

&*m^tcisX)i>7 4 K&##$W6n£. ViWOFc 

iSS5«cWAtfxJl/V>tOK (Ellman's reaqent) tcrjn 
4 F*S63tt*. 

[0 08 3 ] tUB»H^(*Xttta^^tt**r 

\ZV^ S ;UtT^> (Hurwitz, E. et al., Cancer Res. 
35, 1175-1181, 1975). TK'J7VY>V 

; Mohamod, G. ot al . , Pro. A.A.C.R. 27, 317,19 
86)(Kulkarni, P.N. et al., Cancer Res. 41, 2700-27 
06, l98l)rSttxXf*;^ (N-hvdroxvsuccinimide?i) 
r£i4x^-f;U^(Kulkami, P.N. et al., Cancer Res. 
41, 2700-2706, 1981 Mixed anhydride Mixed anhydrid 
e Burnstein, S. et al., J. MED. Chem. 20, 950-952, 

& tfH&tfMTX (Dc Carvalho, 5. ct al., Nature (Lon 
don) 202,255-258, 1964) £ 

> iU^7 7* r SS?* 2 (HJiLhW * (bft«#»J6 ft v Vi 
x jute fzWc <fc g »fc 3 ft * . {*J* M#<D#m#GM J 

Sft*. 

[008 5] N-**S'-£5/Jt' 3- (2-e«/yjU 
2/**) ynt'^^-h (SR)P : N-Succinimidyl 3-(2 

pyrioVlditio) propinate) (Wawrzynczak E.J., et a 
1., Cancer Res., 50, 7519-7562, 1990 ; Thorpe P. 
C. , etal., Cancer Res,, 47,5924-5931, 1987) ;LC 

t*-h (tC-SPOP : K-Surcinimidyl 3-(2 pyridyldi 
tio) propinate) (Hermanson C.T. , BIOCONJUCAlt rech 
niques, 230-232, 1996) ; 

[0 08 6 ] x;U*-LC 3 (2 

-Alt^^-h (Sulfo-LC-SPOP : 
Su 1 1 o-LC-Succ i n imidyl 3-(2-pyridy Iditio) propinat 
e) (Hermanson G.T. , RTOCONlllGATF Techniques, 230 2 
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32, 1996) ;N-X**>-*^;U 3- {Z-ZWfr 
V?'*) \ (SPDB : N-Sucxinimidyl 3-(2-pyr 

Idylditio) butyrate) (Wawrzynczak E.J., et al., B 
r. J.Cancer, 66, 361-366. 1992) *i/r.5S/0 + 

(SMFT: SuccinimidyloxYcarbonyl- a- (2-pyridyldit 
1o) toruene) (Thorpe P.t.,et al., Cancer Res., 47, 
5924-5931, 1987) ; 

[00 8 7] LC-X^v'^i^P^^^JU^Jb-a 

- (2 - ty i/fris?*) h^x> ( LC-SMTT : LC-5uc 10 
cinimidyloxycarbonyl- a- (2-pyridyldirio) torurn 

e) (Hermanson C.T., BI0C0NJUGATE Techniques, 232-2 
35, 1996) ;XJb* LC * * * >>P *rv>H)\># 
~)l-a- (2-)£V*Jfcitf-*) h^x> (Sulfo-LC 

•SMPT : Sulfo-LC-Succinimidyloxycarfconyl- a- (2-p 
yridvlditio) toruene) (Hermanson C.T.. BI0C0N3UGAT 
E Techniques, 232-235, 19%) ; 

[00 8 8 ] Xi?y^ 4 - (p-7U^F7 

x-Jl/) 7*U-r (SMPB : Sucdninridyl-4-(P-malei 
midophenyl) butyrate) (Hermanson G.T., BIOCONJUGAI' 20 
F Techniques, 242-243, 1996) - 7, £ 5 i> 

JU 4"(p-^l"f$ K7x-JlO r (Sulf 

o-SMPB : Sulfo-Succinimidyl 4-(p malei midophenyl) 
buryraro) (Hermanson C.T. , RI000N3lXAlb Technique 
s ( 242-243, 1996) ;ni-"7b^ p<>*/-f A"- N- 
M>f Ko*^;* KxXfi (MBS rroMalewido 

benzoly N hydroxysuccinimide ester) (Hermanson C. 
T., BIOCONJUGATt Techniques, 237-238, 1990) ; 

[0 08 9 ] >Ut>*-m- vu«f 5 K^V-Ol'-N- 
>\j KD + ^^^r.^ Fx^r^ (Sulfo-MBS : Suit 30 
o-m-Mal ei midobenzoyl -N -hydroxysucci ni mi de ester) 
(Hermdnson G.T. , BI0C0N3UGATE Techniques, 237-238, 

1996) ;S-7-fefJM^*;>^^^7^7>t F 
\W K (SAMSA : S Acetyl mercaptosuccinic anhvdrid 
e) (Casellas P., et al., Eur. J. Biochem. 176, 5S1 
-588,1988) \%>**fo 3. 3 ^tffc'X/lt'J* 

— 5^ r (DTRP : Dimethyl 3,3 ' -chtiobisprorion 
imidate) (Casellas P., et al.. tur. J. Biochem. 17 
6, 581-588, 19SS) ;2 (2-lminoti 
olane) (Thorpe P.E., et al . , Cancer Res., 47, 5924 40 
-5931. 1987) . 

[0 09 0 ] ^W$L\mt OTtt. h\ W*tf 

>;L-^JU^<>!I$(PCA) . ^ib^Wf^^h 

yF. t htfarHrJi/^5>(iBA) W$c>6n*, tt*fl 
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/8r*>*. C©«*tt. WiL{#5tfflttlia^tn:^X«tnlK 

[0 0 9 2 ] *^C0^^^S{*X«{n;Jr(fe^tfe^ 
tit ** <0*rrt t ( t*«tt ffl S /ctt r * > > i 0 

ttttzmm zztft'cz* f$mcj:t)& 
asnaa*^ jstt£r&ttr**\ **t»ttd>&<£ 

[ 0 0 9 3 ] *fc. *JW(D»A(**/di»tt*(*t* 

0. 0 Imqfrfc I 0 Omgff^fiH-Cjltftii. *^t^, 
1 - 1 0 0 Omq, if * b < B5 - 5 0 mq0)# 

(** /c»»«&»*^r«-6E«fflfi)t!»« c n 0<D» 

[0 0 94 ] COJ:'; W#*JJ:c>'«S»<0Wi LT. 
A. ^'JT^V^M^hy^A, TJU¥>B$thU^ 

a, ;Krft1<fe^xh'7> l nhX*}; 

(USA) , VJUtTh-ik 2£r- 
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[0095] tzmztizmtifatt. mmcmcx±^<o 

faifefiBI^0irU^^*, taJftL'JvKIt flfiOtn 
[0096] 10 

g« ftW 1 . f^iaiB^!ni4:<by u^>^ ^1[f^ UA 

Ionium mul ti flurum)C0« "PfcttOSfi W^/j£ll*r£1$ 

h^^>-CA^yD-.> (qelonin, Inland la 
boratoriestt) t<Dfa&fo% rhropc, PX. et al . , Can 
cer Res. (1387) 47, 5924-5931 fbtf>;&ffi£/fJl>TfENi 
btc. fu]«|fC3> r n-^trt{*(M0TC-31C) (ATCC CG -1 20 
30(Yoshida T.H. et al. f J .Natl .Canror Tnst. (1968)4 
1, 1083-1097) i^n r-><bCD^*^^»L/c 0 
[0 09 7 ] lfnLC050rrM^^U>H$^ H 'J^A- 1 5 0 tiW 
NaCl- 5nM FITTA ( pH7 . 0 ) i&fftftfi+tCtnf* 2 mq<L 
^tC^LTMCCO. 0 lmL<flDtfSOCC$ft?L/c3{3* 

t) '/Of^-h (SPDP, Pierceft) £ftUJtIU £ffl. 

0irW'j>^^ r M^A- 1 5 OmM NaCI~5nM EDI A 
( ph7 . 0 ) mftm?W& it L fcj&fi # 7 A Fast Desal 10 
tinq Column 10/10 (Pharmacia Biotec tt) CCckO^JS 
ttCDSPDPfc J;c^R£l&£LT P D Pi£a#Ainft*fl 

[0 09 8 ] — h\ 1 nLO 5 0 idM>; >m+ v »; ^ A - I 
5 OmM NaCI-5mM rDTA(pH7. 0 ) W$!&tpl£?U 
lmgi^UC*fLi:3<ft J t^Jt^2 -Y 
(2-TT, Piece tt) «8flnU £ifir4 5^>TO 

•/h 'J^A- 1 5 OmM NaCl-5mM CDTA(pll7. 0) 
*ft»f^r^^(:L^JIftlfi^*7AFasr De.sa1tinq Column 40 
10/10 (Pharmacia Biorechti:) CC <fc 0 *Jfx"fS© 2 - ir-te 

<bytf~>£&^£tf*/ctf) 4 PDP«z»A}>i*iSIl 
&£Ayu~>£S£LTCentricon 10 (Amicontt) CC 
r4S!Cr5 0 0 Orpm . 1 «FWBia^?«B L r*5 J:* 
0. SmUCLfcfcL 4'CT-BfctW.0fc o 
[0 09 9] K££»ilS;*tf*fctf>. 3-K7-ter7 5 
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ri 2 0 0 Orpm. 1 0^[fflil^l»L/c±Sl^y;U« 
iftjO^ASuperdex 200 IK 10/30 (Pharmacia Biotech 
ft.) rWJlU fi*dyor.X5»&*t»7 7^ 

[oioo] mm 2 . Mmm+tjifc t Yv ^yt® 

(-/Ay (Db hMiaMHattj«ztt:»r 

Iniffl Ttrtf* 4 ^ a i > <b Otl6(t i M0PC-3ici y c i 

10% FCSSWRP 
MI-1640igilisCCr4 0 0nMCCi^«L,r0. 2 2/imO?L 

(Milliporett) CCJ: tyfflflttSf Lfc 
ft. 1 0fS#«r3-5aWf^b/c^r« 

[0101] t h»tt&HIJ&J 82£ I 0 % 0 *>US!fcjf!» 
.(FCS) ftWRiwi i6AOigm (Gibcott) fc!K»U Ott 
tt#ffl9 67tf£#:7'U- h (Corninq tt) CC IJtSfcO 
2X10 J M!S(75yL)S*, 3 7°C, 5% CO 

^>7-;K?J>#*Rj«*9 65*tt**U~ h 1 ft^**}** 
W2 5ii LSRftlLfc. »f>7';U?aSOT«4 8B#fH]y^, 

10% Fcst^WRPMr-i64^jfi*^>r i o<mm 

L/c3-H-a-f^> (Amershamfl 3 7 MBq/ml, Ca 
t NO. 1KK636) ^9 ti'K*&&'/l>~ h tC 1 1 0 

vL»mbtc. 3 7"C. 5% CO, CD£ttTr£CC2 

[0 10 2] Irvpsin/FrTTA (siqna tt, Cat No. T-40^1 
9, lot No. 3387) Zlft^tcVbO nLWUULtc* 3 
7-C, 5% CO, <D*itTt?5^m^>^^^-Vs 
>Lfc{ft. ■bJpy^^X*- (Micro96 HARVESTAR, SKA 
IKON industries ttTypo No. 1057)CCr. WW*^>X 
V (Printed Filter mat A. VWLLACtt) CC|n|lR 

Otc, IR D a* ti/c 3 - H a -f i/>tttf RE 
{•;):. l^icroaeta-1450 (WVIIACf±, serial No. 4500162) 

tcrtT-^/c. h a*-Ji/ (^iiko^r«) cofi^ 1 
[0103] %teff!3 . fiaE3^^4i«Sfi|o£fflTS 

tti>ttb r-ttttiaT-Citf^yp^>&<D«6» ua2 

t h-MttflMOItiJ 82* 1 0%^jfcj£{fa7*(FCS) S^RP 
MT-lWOtSifi (Gjb<x>tt) &C!»ffi|l,. 2. G 7 x 1 0 4 

«s/mi tcOT» o tcmn&Mtti * . ««itt«;n 9 e 

h (Corninq tt) fC 1 Tt^cO 7 5 u L^^. 
3 7'C. 5%CO, ©*ftT-C6D5-IHl^«lxfc. 
[0 1 04] tnt Hft«H-?*y^o-^JHj|[(*ATR 
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53&>6fPKU/ctat hffl»H J f^-^P^><hM0PC-3 *7S/*^>r <i)ifco)£tt£». 5jM»OBalb/c*4ttt 

FCSftWRPMl-iWOftJftCcrWRL-CO. 2 2//m© I 0 u s/v'; 9fC£ffit/ft:. 12. 1 

?l&©7 -<jU#- (Millipore tt) KJ:9iftiflitfffiL/c 8#tf2 5 BCCWFrnundW^5S^T^*^> h tUS^L 

fcD2 5<xL»fl]U ^n-enttaRJ&tSt Kfljaw-T- L. ft»ftffl4Ut3 2Q5cPBSr#«L/cTFa»« 

Sift - y u - >tt£ttfc<fc wK-aic ^SugA^rM^L/c. 

£ 1 OOnH yt3->& 1 OnricrcMi Wc. [0109] *»ft«03 R«K 4E©^$Xfr&IMffl 

[0 105] ^>^MUT7 l&SfflflMCCcll Til ^MU *DB»ri/5<Ov>^5iU.-vtoiBH* 

Rr 96 Aqueous One Solution Roapenr (MTS PROM 10 P3Ul<btf 9 'J 3 - tf/c. 

bUA tt) * lft^fcO 2 OuLttUc. 3 7-C. 5% 1 0%V Ut&&m*£;tsRMl-i64<fi§l& 

CO, *#T?1. 5lftfHW>*^~^*>Lfc$ (OTRF*ff-teUfe£T* ) (Ufetech oriental) (CjHM 

6C 1 0% SDSfc$£i;*afc9 2 5ML$jtnjl/r£ 0. 9 6^U--rtelE©^*te-*P£4 0 07v; (*'J 

ft^lttf), Mirrrvlate reader (Benchmark, Rio Rdd 4 0 OMSK) Mfc l//c. I. 2. 3. 

tt> CCJ:»J0U4 9 0-6 2 0nm£*l£l,fc. *©*S£ CCfAifiO-^fi*HATCAB*l5(») fc^tfcondimed HI (B 

«rEI2K:*l,fc. ttthiSIHKV^a- oehrinqer Mannheim Q*H)^OWWl-^tffe (HThWT 

[0 10 6] gjW. RTFj^ »n-:NUffitt©ff-« [0 1 1 03 Ttt<DZZ>)~r-.ytf#XMtRUc»<<7 

I. trTF©fll^ 20 'j F-v«20«HW|i*W«TOCir^U->ftL 

L M^fr6©TF©tftM5*. ( t o 6©7jffi (Tto, fc. RJM&flM** 9 6?WU-h2tefC— 7\'£>A:90. 

T. *»3. Bioc hem. 114, 691-696. 1993)fcWfcTfiro 8ffl©«W*»»0/c. IfcWKC J: a^-r* £ 

v^ot:;U7iU^D7 ^7x- l*fcJ;t>*o. 0 2%7 6ftfc2P->ttH AT- -telft ^ rpmi - ^Ifetc Wlf b 

Pffc^H^Afcfttf h V ZtSkmtM&fcfo (TBS. U Si|{ttcJ:^5i^^^T^C^Ci^^U/c 

dh7 . 5) tt»*»T-bh>rjR 5*t\ BflBK*MMWrtft^ K44^a->fttlf 

»6ii/cBMg»5R*2% Triton X-100*SO± /c. tLhOttffiCCj: 0 . TF/7 r ^ *-VIId»d»4 

IBJftffitttcKil L-C T F ^BJfljf Hue. 7T^-Xi ©*te fctt< (MrT*K(* 6 < A T R 

[0 1 0 7 ] C©Jr.?f^6Concanavalin A Sepharose 4 30 "2, 3. 4, 5. 7R^*8) ffifi^^^'iF- 

B # "5 A ( Hhaniiacia^JCCFttT FKft**S&3 ttfcse 7«'C^c, 

pharos 4BftvA ( PhdnndLid)£ffil>T77 [0 1 1 1 ] 3. JH^OffHitf J:CXIn(*OflW 

WjUA (huho, AmiconyCilfilU WNt^oni L'cT 4 -?/c. **to*, in vitrorittftUc'W ~/V K--7 ] 

'C"CfiH?l,fc. »H«a*©TFS«tt, ffiK©ffiTF 0' ■«:. A^OAIt»»4:2BWmiC&nLt^ 

*StU-i~llim <AneriLdn DiaqnosL kd) ttf*) * l»/ctolb/t«lt11v^^©KBrt^ttLfc. fjtfflf* 1 

VU-^Jl/tfif* (American Diaqnoshra) &ffl£tf/cSand -2 mftVfStNftKXLtc'fO X# 6)11^4:0^ Ufc, 

wich LLlSAr. fflftitSTF*ttiB«curS«L/<:. S B*fr*©»tt©MI*tt, I'rotein A /?7A (n*#-f 

fcttWttJiiOiWifftt. 4 - 2 OWfiffiSJffiff'jT* U) *»*OfcConSepLa00 J/X*A<Min ipore) ^ffl 

Ky;u^ffiL»rsns-PAcru^4)©^^fet6ci 40 urlrofc. 

r»i2Ufc 0 [0112] 

[0108] 2. F-v©ft» [gem] 

fflS¥fcf-TF (tt7 0mq/ml) «r«ffl*OFreunctt^** 

srquENcr. 1 tstinc 

<110> CIHJGAI SEIYAKU KABUSttKI KAISm 
<120> Comptex of anti tissue factor antibody 
<130> 994(374 
<J60;> 1 
<210> 1 
<211> 295 



27 



(15) 



fiW2 00 1 -2 1 3 804 
28 



<212> m 

<213> llonosaplens 

<220> 

<223> Anrino acid sequence of human tissue factor 
<40O> 1 
<400> 2 

Met Glu Ihr Pro Ala Trp Pro Arq Val Pro Arq Pro Glu Thr Ala Val 

-30 -25 -20 

Ala Arq Thr Leu Leu leu Gly Trp Val Phe Ala Gin Val Ala Glv Ala 
15 -JO -5 -1 

Ser Gly Thr Thr Asn Ihr Val Ala Ala lyr Asn Leu Thr Trp Lys Ser 

1 5 10 15 

Ihr Asn Phe Lys Thr He Leu Glu Trp Glu Pro Lys Pro Val Asn Gin 

20 25 30 

Val Tyr Thr Val Gin lie Scr Thr Lys Ser Gly Asp Trp Lys Ser Lys 

35 40 45 

Cys Phe Tyr Thr Thr Asp Ihr Glu Cys Asp Leu Ihr Asp Glu lie Val 

50 55 60 

Lys Asp Val Lys Gin Thr Tyr Leu Ala Arq Val Phe Ser Tvr Pro Ala 
65 70 75 80 

Gly Asn Val Glu Srr Thr Gly Ser Ala Gly Glu Pro Leu Tyr Glu Asn 

85 90 95 

Ser I'ro Glu the Thr Pro Tyr Leu Glu Thr Asn Leu Gly Gin Pro Thr 

100 105 110 

Tic Gin Ser Phe Glu Gin Val Gly Thr Lys Val Asn Val Thr Val Glu 

115 120 125 

Asp Glu Ara Ihr Leu Val Arq Arq Asn Asn Thr Php I pu Ser l.eu Arq 

130 135 140 

Asp Val Phe Gly lys Asp Leu Tie Tyr Thr Leu Tyr Tyr Trp Lys Ser 
145 150 155 160 

Ser Ser Ser Gly Lys Lys Ihr Ala Lys ihr Asn Ihr Asn Glu Phe Leu 

165 170 175 

Tie Asp Val Asp Lys Gly Glu Asn Tyr Cys rhe Ser Val Gin Ala Val 

180 185 190 

lie Pro Ser Arq Thr Val Asn Arq Lys Ser Thr Asp Ser Pro Val Glu 

195 200 205 

Cys KIT Gly Gin Glu lys Gly Glu Phe Arq Glu lie Phe Tyr lie lie 

211) 215 220 

Gly Ala Val Val Phe Vdl Val He He Leu Val He lie Leu Ala He 
225 210 215 240 

Ser Leu His Lys Cys Arq Lys Ala Gly Val Glv Gin Ser Trp Lys Glu 

245 250 255 

Asn Ser Pro Leu Asn Val Ser 



[HI] Hltt. **WDtitt HHUW^itt-yor. [|B|2] N2tt. Kt 
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(5l)lnt.U/ SSjj'Jfi!^ 
C07K 14/52 

14/745 ZNA 

19/00 

// C 1 2 P 21/08 

(72)^-^ iHBB rryti 

»WMWKW»fS*HlTHi35«H 

(72)^* 



F I 

C07K 14/52 

14/745 ZNA 

16/36 

19/00 
C 1 2 P 21/08 



F 2 -A(<Mf ) 4B064 AC27 CA10 CAL9 CA20 CC24 
CA01 DA05 

4C084 AA14 M17 KW24 NM4 ZB261 
^B2G2 AXXL2 

4C085 AA14 AA24 AA26 CC03 CC23 
D059 CCOl KA04 KA05 LL1S 

4H045 MU AA10 BATO RAVI 
BA41 BA42 BA5U BA53 CA40 
CA46 GA04 DA14 DM5 0*75 
DA76 CWS3 CK86 EA28 FA72 
FA73 FA74 HA05 HA07 
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